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Presentation to the EDMVAC,Presentation to the EDMVAC,
November 30, 2005November 30, 2005



Purpose of  Today’s Work PlanPurpose of  Today’s Work Plan

Review the AssaysReview the Assays
Show progress of EDMVAC & EDSP  Show progress of EDMVAC & EDSP  
Provide the status of each assayProvide the status of each assay
Project what’s nextProject what’s next



TierTier--I Screening BatteryI Screening Battery
recommended for consideration by EDSTACrecommended for consideration by EDSTAC

SteroidogenesisSteroidogenesis
Pubertal Pubertal –– female ratfemale rat
Fish ScreenFish Screen

akaaka Short Term Fish ReproductionShort Term Fish Reproduction
Amphibian MetamorphosisAmphibian Metamorphosis
Estrogen / Androgen Receptor Binding       Estrogen / Androgen Receptor Binding       
Hershberger  Hershberger  
UterotrophicUterotrophic



Alternative AssaysAlternative Assays
recommended for consideration by EDSTACrecommended for consideration by EDSTAC

Tier ITier I
AromataseAromatase
Pubertal male ratPubertal male rat
15 15 –– day adult intact male ratday adult intact male rat

Tier ?Tier ?
In In UteroUtero through Lactation (rat)through Lactation (rat)



TierTier--II Assays II Assays 
recommended for consideration by EDSTACrecommended for consideration by EDSTAC

Mammalian 2Mammalian 2--generation (rat)generation (rat)
Avian 2Avian 2--gen. Reproductiongen. Reproduction
Amphibian Development and Repro. Amphibian Development and Repro. 
Invertebrate (Invertebrate (MysidMysid) Lifecycle) Lifecycle
Fish LifecycleFish Lifecycle



TierTier--I AssaysI Assays



SteroidogenesisSteroidogenesis
Milestone Milestone Current StatusCurrent Status

DRP/Protocol                            DRP/Protocol                            June June 0202
--cell based (H295R)               cell based (H295R)               April 05April 05

PrevalidationPrevalidation
--sectional testessectional testes

optimization                     optimization                     June & Aug 03June & Aug 03
multichemmultichem & & interlabinterlab April 05April 05

--cell based (h295r)             cell based (h295r)             Today  Today  
Validation (interValidation (inter--lab)lab)

--h295rh295r FutureFuture

Current Status = dates presented to EDMVS/EDMVAC or statusCurrent Status = dates presented to EDMVS/EDMVAC or status



PubertalsPubertals –– M & FM & F
MilestoneMilestone

DRP equivalentDRP equivalent
PrevalidationPrevalidation
--Single Dose StudySingle Dose Study
--MultiMulti--chemical & multichemical & multi--dose          dose          
ProtocolsProtocols
--Restricted Feeding StudyRestricted Feeding Study
--MultiMulti--chemical & multichemical & multi--dose dose 
Validation (interValidation (inter--lab)lab)

Current StatusCurrent Status
Dec 01Dec 01

Dec Dec 0101

Dec Dec 0101

July 02July 02

Dec Dec 0303
Next MeetingNext Meeting



Fish ScreenFish Screen
MilestonesMilestones Current StatusCurrent Status

DRP/Protocol                                       DRP/Protocol                                       Mar 02Mar 02
PrevalidationPrevalidation /Validation (OECD)/Validation (OECD)
-- Fat Head Minnow protocol             Fat Head Minnow protocol             Mar 02 Mar 02 
-- FHM w/multiFHM w/multi--chemicals                  chemicals                  April 05 April 05 
-- Comparative Study Plans:                Comparative Study Plans:                Mar Mar 0202
-- Results: Comparative StudiesResults: Comparative Studies

VitellogeninVitellogenin Methods, FHM assays   Methods, FHM assays   Aug 03Aug 03
-- Phase 1A  (OECD)                         Phase 1A  (OECD)                         Aug 03Aug 03
-- Phase 1B  (OECD)                         Phase 1B  (OECD)                         April 05April 05
-- Follow up to 1BFollow up to 1B April 05April 05
-- Phase 2                                         Phase 2                                         Next MeetingNext Meeting



Amphibian MetamorphosisAmphibian Metamorphosis

MilestoneMilestone Current StatusCurrent Status

DRP/Protocol                        DRP/Protocol                        July 02July 02
PrePre--validation /Validation validation /Validation (OECD)(OECD)

-- protocol (US) demo          protocol (US) demo          April 05April 05
-- multimulti--chemchem study              report writingstudy              report writing
-- Phase I Phase I (protocol optimization)(protocol optimization) April 05       April 05       
-- Phase 2  Plan                   Phase 2  Plan                   April 05April 05
-- Phase 2 (in lab)Phase 2 (in lab) onon--going                 going                 



ER Binding updateER Binding update
ICCVAMICCVAM -- Scientific Expert PanelScientific Expert Panel’’s    May 02 s    May 02 

retrospective validationretrospective validation
EDMVS briefed by ICCVAM                July 02EDMVS briefed by ICCVAM                July 02
ICCVAM Expert Panel  Final Report   Sept 02ICCVAM Expert Panel  Final Report   Sept 02
ICCVAM Final Report                          May 03ICCVAM Final Report                          May 03
EDSP: in lab Validation (RUC)      Oct 02EDSP: in lab Validation (RUC)      Oct 02--Dec 05Dec 05
EDSP/OECD:  EDSP/OECD:  hrERhrER protocol protocol 

optimization in lab                       report in 2006optimization in lab                       report in 2006

RUC = rat uterine RUC = rat uterine cytosolcytosol
hrERhrER = human recombinant estrogen receptor= human recombinant estrogen receptor



AR Binding updateAR Binding update
ICCVAM Scientific Expert PanelICCVAM Scientific Expert Panel’’s       May 02 s       May 02 

retrospective validationretrospective validation
EDMVS briefed by ICCVAM                July 02EDMVS briefed by ICCVAM                July 02
ICCVAM Expert Panel  Final Report    Sept 02ICCVAM Expert Panel  Final Report    Sept 02
ICCVAM Final Report                          May 03ICCVAM Final Report                          May 03
EDSP: in lab EDSP: in lab prevalidationprevalidation ((rpcrpc)         Dec 03)         Dec 03
EDSP: in lab validation  (EDSP: in lab validation  (rpcrpc) report     ) report     Jan 06Jan 06
EDSP: protocol demo for EDSP: protocol demo for rrARrrAR update nextupdate next

meetingmeeting
rpcrpc = rat prostate = rat prostate cytosolcytosol
rrARrrAR = Rat recombinant androgen receptor= Rat recombinant androgen receptor



AromataseAromatase
Milestones Milestones Current StatusCurrent Status
DRP / Protocol                         DRP / Protocol                         Mar 02Mar 02
PrevalidationPrevalidation

--placental placental microsomalmicrosomal assay assay June 03 June 03 
compare bovine, human,              compare bovine, human,              
porcine uterine tissueporcine uterine tissue
--comparison: human placental &             comparison: human placental &             
recombinant, multi recombinant, multi chemchem Dec 03          Dec 03          

Validation (interValidation (inter--lab)                 lab)                 Next MeetingNext Meeting



15 15 –– day adult intact male ratday adult intact male rat
Industry lead effort with EPA supportIndustry lead effort with EPA support

MilestoneMilestone Current StatusCurrent Status

Overview of Assay by Industry          Overview of Assay by Industry          Dec 03Dec 03
Protocol development resultsProtocol development results
(EPA sponsored 1 lab:1 (EPA sponsored 1 lab:1 chemchem)            )            
& Inter& Inter--laboratory validation planlaboratory validation plan
(Industry & EPA presented(Industry & EPA presented
refined protocol to EDMVAC)            refined protocol to EDMVAC)            AugAug 0505
InterInter--laboratory validation:laboratory validation:
EPA sponsored 3 labs: 2 EPA sponsored 3 labs: 2 chemschems onon--goinggoing



In In UteroUtero through through LactationLactation
MilestoneMilestone Current StatusCurrent Status

DRP                                  DRP                                  Dec Dec 0202
--Protocol review                    Protocol review                    Mar 02Mar 02
PrevalidationPrevalidation
--Protocol Demo with                  Protocol Demo with                  
MethoxychlorMethoxychlor Finalizing reportFinalizing report

Validation (interValidation (inter--lab)              lab)              TBDTBD



TierTier--II AssaysII Assays



Mammalian 2Mammalian 2--generationgeneration

Milestone Milestone Current StatusCurrent Status
Assess added thyroid endpointsAssess added thyroid endpoints
with with PropylthiouracilPropylthiouracil (PTU)                 (PTU)                 July 02July 02

Assess abbreviated test:Assess abbreviated test:
--OneOne--gengen. extension protocol              . extension protocol              Dec Dec 0101
--OneOne--gengen. extension study with. extension study with
vinclozolinvinclozolin & DBP                               & DBP                               June 03June 03

Multigenerational protocol & testMultigenerational protocol & test TBDTBD



Avian 2Avian 2--gen. Reproductiongen. Reproduction

MilestoneMilestone Current StatusCurrent Status

DRP/Protocol                                DRP/Protocol                                Aug 03Aug 03
PrevalidationPrevalidation
-- Avian Dosing Study Plan            Avian Dosing Study Plan            Mar 02Mar 02
-- Avian species Comparison             Avian species Comparison             TodayToday
--Avian Dose Study                           Avian Dose Study                           TodayToday
--Protocol demo                                 futureProtocol demo                                 future

Validation (interValidation (inter--lab OECD)               futurelab OECD)               future



AmphibianAmphibian Dev. & Repro. Dev. & Repro. 

Milestones Milestones Current StatusCurrent Status
DRP/Protocol                  report in draftDRP/Protocol                  report in draft
PrevalidationPrevalidation
--demonstration protocol  demonstration protocol  report writingreport writing
--transferable protocol         futuretransferable protocol         future
--multimulti--chemchem study               futurestudy               future
Validation (interValidation (inter--lab)            futurelab)            future



Mysid LifecycleMysid Lifecycle
Milestones Milestones Current StatusCurrent Status

DRP/Protocol                   DRP/Protocol                   July 02July 02
PrevalidationPrevalidation
--draft protocol                      draft protocol                      in labin lab
--transferable protocol demo   transferable protocol demo   in labin lab
--multimulti--chemchem study                   future study                   future 
Validation (interValidation (inter--lab OECD)    future lab OECD)    future 



Fish LifecycleFish Lifecycle
Milestones Milestones Current StatusCurrent Status

DRP/Protocol                  DRP/Protocol                  DecDec 0202
PrevalidationPrevalidation

--protocol demo                  protocol demo                  In LabIn Lab
--multimulti--chemchem study              future       study              future       

Validation (interValidation (inter--lab OECD)  futurelab OECD)  future



Spring  2006 (Late April / May)Spring  2006 (Late April / May)
AromataseAromatase InterlaboratoryInterlaboratory DataData
Frog Metamorphosis multiFrog Metamorphosis multi--chemchem Study & Phase IIStudy & Phase II
Fish Screen Phase 2 data and updateFish Screen Phase 2 data and update
PubertalsPubertals interlaboratoryinterlaboratory DataData
SteroidogenesisSteroidogenesis H295R next stepsH295R next steps

Early Fall 2006 Early Fall 2006 
1515--day adult intact male (by Industry)day adult intact male (by Industry)
In In uteroutero through lactation through lactation 
Frog Dev / Repro DemonstrationFrog Dev / Repro Demonstration
MysidMysid 22--GenerationGeneration

What’s nextWhat’s next



EPA  DocketEPA  Docket
www.epa.gov/edocketwww.epa.gov/edocket

November/December 2005  November/December 2005  
EPAEPA--HQHQ--OPPTOPPT--20052005--00540054

EPA’s EDSP  websiteEPA’s EDSP  website
www.epa.gov/scipoly/oscpendowww.epa.gov/scipoly/oscpendo


